Popescu and colleagues [1] 
. Caveolae are found in many cell types and are abundant in smooth muscle and interstitial cells of Cajal (ICC) in the intestine [4, [7] [8] [9] [10] . Under [11] [12] [13] . Caveolins are membrane proteins which insert in the inner leaflet of the plasma membrane. There are three caveolins: caveolin-1 (Cav-1), -2 and -3. In smooth muscle and other cells except striated muscle, Cav-1 is the crucial caveolin for formation of caveolae [14] .
Cav-1 is inserted by palmitoylated membrane attachment domains into the inner leaflet of the plasma membrane of smooth muscle and ICC of the intestine. Caveolae are formed by homo-and hetero-oligomerization of various caveolins through binding to peptide components in the NϪ terminal ends of the molecule, which extend into the cytosol. Residues 61-101 on the N terminus of Cav-1, allow homoϪ and hetero-oligomerization with Cav-1 or 3 molecules, respectively
[reviewed in [11] [12] [13] .
Cav-1 organizes signal transduction through a 20 aa domain, 82-101, which binds a variety of signalling proteins including c-SRC, insulin receptor, eNOS, H-Ras, and G␣ subtypes. Binding to Cav-1 usually inactivates downstream signalling, and this has been demonstrated clearly for eNOS in endothelium. eNOS remains inactive until released from binding by formation of Ca 2ϩ
calmodulin [15, 16] .
We recently demonstrated that a splice variant of nNOS is closely associated with Cav-1 in the lower oesophageal sphincter [17] [18] [19] [20] . [21] and that some SR persists close to the plasma membrane even when caveolae are absent [24] . [25] [26] [27] . We showed [28] Fig. 2A (Fig. 3) . This recycling appears more effective when these channels are open. There were also significant differences in amplitudes of spontaneous contractions between controls and Cav-1 knockout animals in this experiment (Fig. 6B) [25] [26] [27] . (Fig. 4) (Fig. 4) . As shown in Fig. 1A Figure 7A and B summarize the current status of this hypothesis [3] and propose the differences between cell functions with and without caveolae. 
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post-CCH wash, but there were no differences between the two strains (data not shown). In these experiments, amplitudes of spontaneous contractions also did not differ within or between strains (data not shown). The initial responses to CCH in the experiments described in the above studies were also compared. Both the initial phasic (P) responses and subsequent tonic (T) responses after 2 min. were measured. Moreover, the responses were determined both in relation to final passive tone and in relation to the increase in amplitudes over the tone present when CCH was applied (⌬P and ⌬T). Figure 5A shows that administrations of CCH in Krebs solution resulted in
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